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ABSTRACT : HRccine was administered subcutaneously for 4 weeks to rabbits at dose levels of 300, 60
and 12 times the expected clinical dose to evaluate the subacute toxicity. There were no effects in clinical
signs, body weight changes, food consumption, water consumption, urinalysis and blood biochemistry in
any animals tested. In hematological examinations, decrease of lymphocyte counts and increase of platelet
counts were observed in the medium- and high-dose treated groups. Absolute weights of thymus were tend-
ing to decrease, but no pathological changes were observed in microscopic examinations. The no-effect dose
in subacute toxicity study of rabbits was considered to be 300 times the expected clinical dose.
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Fig. 1. Body weight changes of male rabbits treated subcutaneously
with HRccine for 28 days.
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Fig. 4. Food consumption of female rabbits treated subcutaneously

with HRccine for 28 days.
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Fig. 5. Water consumption of male rabbits treated subcutaneously

with HRccine for 28 days.
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Fig. 3. Food consumption of male rabbits treated subcutaneously

with HRccine for 28 days.

i

control
'mes
mes
300 times

2
-

e . oo

ATASARERAARRAIOIMARRN -
p—

2
(nq

)
vy
-~

qqet

g

/Kep/im) *dmnsuo)) Jajep

] A}ol| A

1.
—‘1-7t1

o

2kz] %] 9Fskr} (Table 1, 2).

>
k!
o
T %
L_
N
T
<E
T " <
o RO
T oF ]
X b5 W
O S I |
H G+ @
« P4
fAI

Day
Fig. 6. Water consumption of female rabbits treated subcutaneously

with HRccine for 28 days.
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Table 1. Urinalysis data in male rabbits treated subcutaneously with
HRccine for 28 days.

Table 2. Urinalysis data in female rabbit treated subcutaneously
with HRccine for 28 days.

Group Control 12 times 60 times 300 times Group Control 12 times 60 times 300 times
No. of Animal 3 2 3 3 No. of Animal 3 3 3 3
pH 8.5+0.2 9.0+£0.15 85+0.15 9.0+0.2 pH 85+02 85+0.15 9.0+035 8.5+0.25

Specific gravity 1.01+0.02 1.024+0.01 1.02+0.00 1.01£0.01 Specific gravity 1.01£0.01 1.02+0.02 1.02+0.01 1.01+0.01

0 1 1 2 2 0 2 3 3 2
Protein 30 1 1 1 Protein 30 - - -
(mg/dL) 100 B - 1 - (mg/dL) 100 - - - 1
300 1 - - - 300 1 - - _
Nitrite Negflt.lve 3 2 3 3 Nitrite Negfit.ive 2 3 3 3
Positive - - - - Positive 1 - - -
- 1 2 2 2 - 3 2 2 3
Occult + - - - - Occult + - - - ~
blood ++ - - - - blood ++ - - - -
+++ 2 - - 1 +++ - 1 -
0 3 2 3 3 0 3 3 3 3
Ketone 5 B B B . Ketone 5 ~ B ] B
(mg/dL) 15 _ _ _ _ (mg/dL) 15 _ _ _ _
Urobilinogen 0 3 2 3 3 Urobilinogen 0 3 3 3 3
(Ehricht 0.1 - - - - (Ehrichtt 0.1 - 7 -
#/dL) 1 , _ _ _ $1/dL) 12 _ _ _ -
- 3 2 3 3 - 3 3 3 3
Bilirubin + — — - - Bilirubin + —~ - — -
++ - - - - ++ - - - -
0 3 2 3 3 0 3 3 3 3
Glucose 0.1 B B - Glucose 01 - - - -
(g/dL) 0.25 - - - - (g/dL) 0.25 - - - -
Epithelial B - B - Epithelial B B B B

++ - - - ++ - - -
cell* 4t _ _ _ cell* . _ _ _ _
+ - - - + - - - -
Crystals* ++ - - - - Crystals* ++ - _ _ _
+++ - - - - +++ - - - -
+ - - - + - - - -
Cast* ++ - - - Cast* ++ - - . -
+++ - - - +++ - - - ~
+ - - - - + - - - -
WBC* ++ - - - - WBC* ++ - - - -
+++ - - - +++ - - - -
+ - — - + - - - -

RBC* ++ - - - - RBC* ++ - - -
+++ - - - - +++ - - - -

*: +4; Slight, ++ ; Moderate, +++ ; Severe * 1 +; Slight, ++ ; Moderate, +++ ; Severe

" one animal was kilied by technical error
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granulomatous inflammation with perivascular lymphoid

X2 | AHA} cuffing¥} leptomeningitis7} 3= gt} (Table 9, 10). ¢
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Table 9. Histopathological findings of male Japanese white rabbits
treated with HRccine for 28 days

Table 10. Histopathological findings of male Japanese white rabbits
treated with HRccine for 28 days

Group Control| Low |Med.|High Group Control| Low |Med.|High
Dose(x clinical dose) 0 12 | 60 } 300 Dose(x clinical dose) 0 12 | 60 {300
Number of animal 3 2913 3 Number of animal 3 313 3
Liver Liver
focal necrosis of hepatocyte 1 1 0 1 solitary necrosis of hepatocyte 1 1 0] o0
lymphocytes increased in Glisson's sheath 2 1 1 focal infiltration of lymphocytes 0 0 1 0
(mild) lymphocytes increase in Glisson's sheath 2 Ll 2 2
Kupfter cell hyperplasia(mild) 0 0 1
mild atrophy of hepatocyte 0 0 1 1 Spleen 0 0 0 0
Spleen Salivary gland 0 0 0 0
hemosiderosis 2 2 2 3 Trachea 0 0 0 0
ex'trar.nedullary hematopoiesis . 2 2 1 3 Esophagus 0 0ol ol o
mild increase of granulocytes in red pulp 0 0 0 1
Urinary bladder 01070
Salivary gland 0 0O]01]O0
Heart
Trachea 0 0jo0o]o granulomatous changes 1 ojofo
Esophagus 0 0 0 0 Pancreas 0 0 0 0
Urinary bladder 0 0 0 0 Thymus 0 0 0
Heart 0 O] 0] 0 GI tract
Testes neutrophilic migration in mucosal layer 1 0 1 0
aspermatogenesis 1 0 1 0 Stomach 0 1 0 0
Epididymis 0 0|0
pididymis Kidneys
Pancreas 0 0 0 0 focal dilatation of collecting tubules 2 0 1 0
Thymus 0 0! o0 mild interstitial nephritis 1 2 1 2
GI tract Cerebrum
neutrophilic migration in mucosal layer 1 0 1 0 granulomatous inflammation: perivascular 3 0 0 3
lymphoid cuffi
Stomach eptomeningitis. 3 |ofols
lymphocyte aggregation in submucosa 1 i 0 0 P g
Cerebrum Cerebellum 0 0 0 0
granulomatous inflammation: perivascular 3 3 0 3 Lungs
lymphoid cuffing peribronchiolar lymphoid cell aggregation 2 212 2
leptomeningitais 3 2 3 3
ptomeningitais Uterus
Cerebellum 0 01010 neutrophilic migration in mucosa 0 0|00
Kidneys Numbers indicate the number of animals showing abnormal changes.
focal interstitial nephritis 1 1 i 1
Lungs
peribronchiotar lymphoid cell aggregation 2 1 2 2 31 *E‘%é%%f’% Ei] }\} ) E‘—O]?&—] ol 01/\0L%/K01—T°: -—ﬂ"_&ﬂ Z]

" one animal was killed by technical error
Numbers indicate the number of animals showing abnormal changes.
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